Background:
The term 'Limb girdle muscular dystrophy' was introduced in 1954 by Walton and Nattrass to describe a group of patients who had weakness affecting the muscles of the shoulders and the pelvic region and that were clinically different from patients with other, more clearly defined muscle disease, e.g. Duchenne muscular dystrophy. Through advances in genetic diagnostic testing more than 30 different sub-types of LGMD have now been identified and named according to a classification system introduced 22 years ago. As the term LGMD was used in a fairly unspecific manner, many conditions being classified as LGMD had very little in common with other sub-types. Because of the inconsistent clinical presentation among the various subtypes and due to the limits of the current classification system, it was felt that a new classification system should be established.
Discussions and achievements:
The experts in disease classification systems highlighted some of the common pitfalls and the purpose of developing clear systematic nomenclature. It was explained how new discoveries of LGMD sub-types are classified currently and how they are entered into the online genetic resources used by clinicians and researchers such as OMIM or the ICD. A very important point that was made was that when a disease gets a new name, the old name will not disappear. OMIM will put the new name on top, but all former names will remain listed as well. Next, several presentations pointed out the wide range of clinical differences between sub-types, such as the development of joint stiffness, heart or respiratory problems, central nervous system involvement, and which muscles are affected first. The group focused on defining the common features of the LGMDs. Opinions from patients, patient groups from social media, and surveys of clinicians were factored into discussions and it was suggested that changing the name of these conditions was appropriate, as long as it is made clear to patients why it is important to do so.
The main challenge of this workshop was to develop a clear definition of what an LGMD is. It was felt that the overall term, LGMD, should be retained but the definition should be clarified. The consensus was that the definition would include the following factors:
Genetic cause of the disease Progressive, predominantly proximal muscle weakness (proximal means nearest to the body) Condition which primarily affects skeletal muscle Achievement of independent walking at some point Weakness is caused by the loss of muscle fibres, Elevated serum creatine kinase (CK) activity detected in the blood (CK is an enzyme that is released from muscle cells following damage), Degenerative changes on muscle imaging over the course of the disease, and changes in muscle tissue (biopsy) that are in accordance with a muscular dystrophy. This means that certain characteristic changes must be seen that in the final stage of the disease will be seen in all affected muscles.
For a new disease to be considered a LGMD, the disease must have been identified in at least two different families.
Several potential sub-type classification systems were proposed and discussed. It was agreed that a system that incorporates the name of the protein affected in the muscle cell and includes the mode of inheritance would be the most informative for patients and useful for genetic counselling. A number will be assigned according to the order of subtype discovery. Once the final definition was applied to the current list of LGMD, ten no longer fulfilled the criteria. The workshop also suggested to include conditions as new subtypes that previously were not classified as LGMD.
Patients and patient organisations were asked to give their opinions on the new definition and classification. The overall consensus was that the new classification added clarity to the field of LGMD. The workshop acknowledged that appropriate support from clinicians and patient organisations would be important in establishing the new nomenclature.
The following key deliverables were achieved:
A consensus was reached on an updated definition of LGMD and current sub-types were evaluated by application of the updated definition. Consensus was reached on the most useful LGMD classification system that also allowed space for further discoveries of new sub-types.
Potential ramifications of the new definition and classification of LGMD for patients was discussed and several action points around how to disseminate this proposal were identified. " https://www.enmc.org/publications/workshop-reports/limb-girdle-muscular-dystrophiesnomenclature-and-reformed-classification
